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WHAT IS CLAIMED IS: 

1. A compound of the following formula: 



5 




wherein 

Rl is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are optionally 
substituted with C3-6 cycloalkyl, -SR6 -SR7, -SOR6, -SOR7, -SO2R 6 , 
10 -S02R 7 . -S02CH(R7)(R9), -OR7, -OR6, -N(R7)2, one to six halo, aryl, heteroaryl or heterocycyl 

wherein said aryl, heteroaryl and heterocycyl groups are optionally substituted with one or two 
substitutents independently selected from the group consisting of Ci-6 alkyl, halo, hydroxyalkyl, 

hydroxy, alkoxy and keto; 

15 R2 is hydrogen, Ci-g alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are optionally 
substituted with C3-6 cycloalkyl, -SR6, -SR7, -SOR6, -SOR7, -S02R6, 
-SO2R 7 , -S02CH(R7)(R9), OR7, -OR6, -N(R7)2, one to six halo, aryl, heteroaryl 

or heterocycyl wherein said aryl, heteroaryl and heterocycyl groups are optionally substituted with one or 
two substitutents independently selected from the group consisting of Ci-6 alkyl, halo, hydroxyalkyl, 

20 hydroxy, alkoxy or keto; or 

Rl and R2 can be taken together with the carbon atom to which they are attached to form a C3-8 

cycloalkyl or heterocycyl ring wherein said ring system is optionally substituted with one or two 
substituents independently selected from the group consisting of Ci-6 alkyl, hydroxyalkyl, haloalkyl and 

25 halo; 

each R3 is independently selected from the group consisting of hydrogen, halo and Ci_2 alkyl wherein 
said alkyl group is optionally substituted with halo; or 

two R3 groups can be taken together with the carbon atom to which they are attached to form a C3-4 
30 cycloalkyl ring, wherein said group is optionally substituted with halo; 
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D is C1-3 alkyl, C 2 -3 alkenyl, C2-3 alkynyl, aryl, heteroaryl, C3-8 cycloalkyl or heterocycyl wherein 
each said aryl, heteroaryl, cycloalkyl and heterocycyl groups, which may be monocyclic or bicyclic, is 
optionally substituted on either the carbon or the heteroatom with one to five substituents independently 
selected ftom the group consisting of Ci-6 alkyl, haloalkyl, halo, keto, alkoxy, -SR 6 , -SR 7 , -OR 6 , -OR 7 , 
5 N(R 7 )2,-S02R 6 and-S02R8; 

E is C2-3 alkenyl, C2-3 alkynyl, aryl, heteroaryl, C3-8 cycloalkyl or heterocycyl wherein each said aryl, 
heteroaryl, cycloalkyl and heterocycyl groups, which may be monocyclic or bicyclic, is optionally 
substituted on either the carbon or the heteroatom with one to five substituents independently selected 
10 from the group consisting of Ci-6 alkyl, haloalkyl, halo, keto, alkoxy, -SR 6 , -SR 7 , -OR 6 , -OR 7 , N(R 7 ) 2 , - 

S02R6and-S02R 8 ; 

R5 is hydrogen, Ci-6 alkyl, C2-6 alkenyl, alkynyl, Ci-6 alkyloxy, halo, nitro, cyano, aryl, 
heteroaryl, C3-8 cycloalkyl, heterocyclyl,-C(0)OR8, -C(0)OSi[CH (CH3)2]3. -OR 6 , -OR 8 , -C(0)R8, - 

15 R8C(0)R6,-C(0)R6 -CXO)N(Ra)(Rb), 

-C(0)N(R7)(R7), .C(0)N(R8)(R9), -C(r8)(r9)OH, -SOmR7, -SOmR 6 , -r8 S r6, .r6, .C(R6)3, - 
C(R8)(R9)N(R6)2 , -NR8c(0)NR8S(0)2R6, -SOmN(RC)(Rd), -SOmCEKRS)^), -SOm(Ci- 
6alkyl)C(0)(Co-6alkyl)NRlO, -SO,n(Ci^alkyl)N(RlO)2, -SO m (Ci-6alkyl)RlO; -SOm(C3- 
8 cycloalkyl)RlO; -S02N(R8)C(0)(R7), -S02(R8)C(0)N(R7)2, -OSO2R8, -N(R8)(R9), - 

20 N(R8)C(0)N(R8)(R6), -N(R8)C(0)R6 -N(R8)C(0)R8, -N(R8)C(0)OR8, -N(R8)S02(R8), - 
C(R8)(R9)NR8C(R8)(R9)R6,^C(R8)(R9)N (R8)R6, -C(R8)(r9)N(R8)(R9), - 
C(R8)(R9)SC(R8)(R9)(R6), r8s-, -C(Ra)(Rb)NraC (Ra)(Rb)(R6), -C(Ra)(Rb)N(Ra)(Rb), . 
C(Ra)(Rbx:(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra) (Rb)N(Ra)(Rb), -C(Ra)(Rb)N(Ra)C(0) R6, - 
C(0)C(Ra)(Rb)S(Ra), C(Ra)(Rb)C(0)N (R a )(Rb), -B(OH)2, -OCH2O- or4,4,5,5-tetramethyl-l,3,2- 

25 dioxaborolan-2-yl; wherein said groups are optionally substituted on either the carbon or the heteroatom 
with one to five substituents independently selected from the group consisting of Ci-6 alkyl, halo, keto, 
cyano, haloalkyl, hydroxyalkyl, -OR°, -OR7, -NO2, -NH2, -NHS(0)2R8, -R°S02R7, -S02R 7 , -SO(R7), 
-SR7, -SR6, -SO m N(RC)(Rd), -SO m N(R8)C(0)(R7), -C(R8)(r9)N(R8)(r9), -C(R8)(r9)OH, -COOH, - 
C(0)(0)(R7), -C(0)(0)C(R7)3, -C(Ra)(Rb)C(0)N(Ra)(Rb), -C(0)(Ra), -N(R8)C(R8)(R9)(R6), . 

30 N(R8)CO(R6), -NH(CH2)20H, -NHC(0)OR8, -Si(CH3) 3 , heterocyclyl, aryl, heteroaryl, (Ci- 
4alkyl)heteroaryl and (Ci-4alkyl)aryl; 

R6 is hydrogen, aryl, aryl(Ci-4)alkyl, (Ci-4alkyl)aryl, heteroaryl, heteroaryl(Ci_4.)alkyl, (Ci- 
4alkyl)heteroaryl, C3.8 cycloalkyl, C3.8 cycloalkyl(Ci_4)alkyl, or heterocyclyl(Ci-4)alkyl wherein said 
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. groups can be optionally substituted with one, two, or three substituents independently selected from the 
group consisting of halo, alkoxy and -SO2R 7 ; 

R7 is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three substituents 
5 independently selected from the group consisting of halo, alkoxy, cyano, -N(R8)(R9) and -SR*; 

R8 is hydrogen or alkyl 

R9 is hydrogen or Ci-6 alkyl; 

10 

RlO is hydrogen, Ci-6 alkyl, cyano, aryl, heteroaryl, heterocyclyl, SOmheteroaryl, (C=N)0(Ci-6alkyl) 
or (Ci^alkyl)NH(SOm)heteroaryl; 

Ra is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci-6 alkyl)hydroxyl, -0(Ci-6 alkyl), hydroxyl, halo, aryl, 
15 heteroaryl, C3-8 cycloalkyl or heterocyclyl, wherein said alkyl, aryl, heteroaryl, C3-8 cycloalkyl and 
heterocycyl can be optionally substituted on either the carbon or the heteroatom with one, two, or three 
substituents independently selected from Ci-6 alkyl or halo; 

Rb is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci-6 alkyl)hydroxyl, alkoxyl, hydroxyl, halo, aryl, 
20 heteroaryl, C3-8 cycloalkyl or heterocycyl, wherein said alkyl, aryl, heteroaryl, C3-8 cycloalkyl and 
heterocycyl can be optionally substituted on either the carbon or the heteroatom with one, two, or three 
substituents independently selected from group consisting of Ci-6 alkyl and halo; or 
Ra and R b can be taken together with the carbon atom to which they are attached or are between them to 
form a C3-8 cycloalkyl ring or C3-8 heterocycyl ring wherein said 3-8 numbered ring system may be 
25 optionally substituted with one or two substituents independently selected from Q-6 alkyl and halo; 

Rc is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three substituents 
independently selected from the group consisting of halo and -OR6; 

30 R d is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three substituents 
independently selected from the group consisting of halo and -OR6; or 

R c and Rd can be taken together with the nitrogen atom to which they are attached or are between them 
to form a C3.-8 heterocycyl ring which is optionally substituted with one or two substituents 
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independently selected from the group consisting of Ci-6 alkyl, halo hydroxyalkyl, hydroxy, alkoxy and 
keto; 

n is an integer from one to three; 

5 

mis an integer from zero to two; 
p is an integer from one to three; 
10 or a pharmaceutical^ acceptable salts, stereoisomers or N-oxide derivatives thereof. 

2. The compound of Claim 1 wherein n is two. 

3. The compound of Claim 2 wherein D is aryl or heteroaryl and E is aryl or 

15 heteroaryl. 

4. The compound of Claim 2 wherein each R3 is independently selected from 
hydrogen or halo. 

20 5. The compound of Claim 3 wherein R5 is -SO m R7, -SO m R6, -R8SR6, 

SO m N(Rc)(Rd), ^O m CH(R8)(R9), -SOni(Ci^alkyl)C(O)(C0-6aIkyl)NRl0, -SO m (Ci- 
6alkyl)N(RlO) 2 , -SO m (Ci^alkyl)Rl0; -SO m (C 3 -8cycloalkyl)Rl0 ; -SC>2N(R 8 )C(0)(R7) or - 
S02(R^)C(0)N(R7)2; wherein said groups are optionally substituted on either the carbon or the 
heteroatom with one to five substituents independently selected from the group consisting of Ci-6 alkyl, 

25 halo, keto, cyano, haloalkyl, hydroxyalkyl, -ORG -OR7, -NO2, -NH2, -NHS(0)2H 8 , -R6SO2R 7 , - 
S02R7 -SO(R7), -SR7, -SR6, -SOmN(RC)(Rd), -SOmN(R8)C(0)(R7), -C(R8)(R9)N(R8)(R9), - 
C(R8)(R9)OH, -COOH, -C(0)(0)(R7), -C(0)(0)C(R7)3, ^(Ra)(Rb)C(0)N(Ra)(Rb), -C(0)(Ra), - 
N(R8)C(R8)(R9)(R6), .N(R8)CO(R6), -NH(CH2)20H, -NHC(0)OR8, -Si(CH3>3, heterocyclyl, aryl, 
heteroaryl, (Ci-4alkyl)heteroaryl and (Ci-4alkyi)aryl. 

30 

6. The compound of Claim 5 wherein R 1 is hydrogen, R 2 is hydrogen, or Rl and 
R 2 can be taken together with the carbon atom to which they are attached to form a C3-8 cycloalkyl ring 
wherein said ring system is optionally substituted with one or two substituents independently selected 
from Ci-6 alkyl, hydroxyalkyl, haloalkyl, or halo. 

35 
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7. The compound of Claim 1 selected from: 
2<2-bromophenyl)-N-(cyanoire 
5 NKcyanome%l)-5,5Kiffl^^ 

N<l^anocyclopropyl)-5,5^^^ cyclohexanecarboxamide; 
2-[4 ! <benzyloxy)-14 , -b^ 

10 

NKcyanomethyl^-^'-hydroxy-l , 1 -biphenyl-2-yl)cyclohexanecarboxamide; 
NKcyanomethyD^-^'-fluoro-l^ 
15 NKcyanomethyl)-2-[4Xmethyte^ 

N-(cyanomethyl)-5>dffiuoro-2<4^^^ cyclohexanecarboxamide; 
N<cyanomethyl)-2^4'-v^ 

20 

N-(cyanomethyl)-2K4'-cyclopropy^ 

N<cyanome%l)-5,5-difluoix>-2^ , lM>iphenyl-2-yl] 

cyclohexanecarboxamide; 

25 

N<l^yanocyclopropyl)-5,5-d^ 
yl]cyclohexanecarboxamide; 

N<cyanomethyl)-2-{44(fluor^^ cyclohexanecarboxamide; 

30 

NKcyanomethyl^-^'-methyl-lJ^^ 

N^cyanomethyO^^-methyl-lJ-biphenyl^-yOcyclohexanecarboxandde; 
35 N-Ccyanomethyl^-C^^l-l^^^^ 
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NKcyanomethyl)-2^4'-pro^ 
NKcyanome&yl)-2^ 

5 . 

NKcyanomethyl)-2^4'^ 

2K4 , -tert-butyl-14 , -biphenyl-2-yl)-N<cyanomethyl)cyclote 
10 N<cyaironiethyl)-2-[3^ 

N-(cyanome%l)-2<3 ! -fluoro4^^ 

N-(cyanomethyl)-2-(2-fluor(>- 1 , r-biphenyl-2-yl)cyclohexanecarboxamide; 

15 

2-(4'-chloio-l J-biphenyl^-yO-NKcyanomethy^cyclohexanecarboxamide; 

2K3 , ^Uoro-lJ , -biphenyl-2-yl)-NKcyanomethyl)cyclohexanecarboxam 
20 NKcyanomethyl)-2^^ 

2 f -(2-{ [(cyanomethyl)am^ acid; 

2X2-{[(cyanomethyl)anuno]c^ 

NKcyanomethyl)-2^3 f -metto^ 

NKcyanomethyl)-2K2'^thoxy-ia^ 
30 N<cyanomethyl)-2K4'^tho^ 

N^cyanomethy])-2<3 , 4sopropoxy-lJ , -biphenyl-2-yl)cyclohexanecarboxanri 

NKcyanomethyl)-2<44sopropoxy-l^ 

35 
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NKcy^°ra%l)-2^4'-phenoxy-l , r-biphenyl-2-yl)cyclohexanecarboxamide; 
N^cyanomethyl)-2-[4H^ cyclohexanecarboxamide; 
5 N^cyanomethyl)-2^2Xire^^ 
NKcyanomethyl)^ 
NK<^anome%l)-2-[4Xetty^ 

10 

2<3'-amino-14'-biphenyl-2-yl>^ 
NKcyanome%l)-2-[4Kdimetty^^ 
15 N<cyanomethyl)-2<3'-mtr^ 

243^acetylanunoHJ'-biphe^ 
N<cyanome%l)-2^4'-isob^ 

20 

NKcyanomethyl)-2<2-pyridfo^ 
NKcyanomethyl)-2<2-quino^ 
25 NKcyanomethyl)-2-[2-(2-methoxypyriniidin-5-yl^ 

NKcyanomethyl)-2K2-pyridin-3-ylphenyl)cyclohexanec^ 
N^cyanome%l)-2K2^ 

30 

2<4 , ~acetyl-l , l'-bipheny l-2-yl)-N-(cyanomethyl)cyclohexanecarboxamide; 

NKcyanomethyl)-2K14 f :2\r'-teiphenyl-2-yl)cyclohexanecarboxam 

35 2<4'^yano-lJ'-biphenyl-2-yl)-N-(cyanomethyl)cyclohexanecarboxam 
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2-(3 , K;yano-lJ , -biphe^ 
6-(3-bromophenyl)-NKcyano^ 

5 

2<3-bromophenyl)-N^cyanomethyl)cyclohexaDecarboxaimde; 

tert-butyl 4-[3'-(2-{ [(cyanomethy^aimnolcarbonylJcyclohexyO-lJ^biphenyM-yU piperazine-1- 
caiboxylate; 

10 

NKcyanomethyl)-2<4'-p^ 
2<34>romophenyl)-N^cyanonie^ 
15 N-(cyanomethyl)-2^ 

N<cyanomethyl>244Hmethylthio)-lJ-biphenyI-3-yl]cycloh^ 
NKcyanomethyl)-2-[44methylsiilfonyl)-l ,r-biphenyl-3-yl]cyclohexanecarboxamide; 

20 

N<cyanomethyl)-2<5-phe^^ 
N<cyanomethyl)-2^5-phenyM f 3-tM^ 

25 N^cyanomethyl)-2^5-phenyl-13-^^ 

2K2-bromuophenyl)-N<cyanomethyl)cyclohexanecarboxam 
NKcyanomethyl^-f^methylthio)-! , r-biphenyl-2-yl]cyclohexanecarboxamide; 

30 

N-(cyanomethyl)-2-phenylcyclohexanecarboxamide; 

N<cyanomethyI)-5,5KUcM cyclohexanecarboxamide; 
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N^cyanomethyl)-5,5^i^ 
yl}cyclohexanecarboxamide; 

6<2-bromophenyl)-NKcyanomethyl)spiro[2.5^ 

5 

2<34>romo-l-methyl-lH-py^^ 
N-(cyanomethyl)-6-[4Xnie%l^ 
10 2<2-bromophenyl)-5,5^cMoro-^ * 
2<3-bromo4-methyl-lH-pyrazoM-yl^ 
N<cyanomethyl)-2-{(Z)-2-[4^methyltta^ 

15 

N-(cyanomethyl)-2-{ 2-[4-(methylthio)phenyl]ethyl }cyclohexanecarboxamide; 
N-(cyanomethyl)-2-{(Z)-24Hn^^ cyclohexanecarboxamide; 
20 N<cyanome%l)-2-{2-[^ 

N<cyanomethyl)-2^(Z)-2-{4-[(trffl^^ 

N-(cyanomethyl)-2-{ (E)-2-[4-(methylsulf onyl)phenyl]ethenyl } cyclohexanecarboxamide; 

25 

N<cyanome%l)-2^2-{4-[(trifluoromethyl)thio]phenyl }ethyl) cyclohexanecarboxamide; 
N-(cyanomethyl)-2-ethynylcyclohexanecarboxamide; 
30 N-(cyanomethyl)-2-{[4^metty^ 

NKcyanomethyl)-2-{[4-(methylsulfonyl)phenyl]ethynyl}cyclohexanec^ 
N-(cyanome%l)-2-({4-[(trifluoromethyl)thio]phenyl }ethynyl) cyclohexanecarboxamide; 

35 
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NKcyanomethyl)-2^phenylethynyl)cyclohexanecarboxam 
2-[(4-bromophenyl)ethynyl]^ 
5 2<lJ f -biphenyl^ylethynyO^ 

NKcyanome%I)-2-{[4Hniethy^ cyclohexanecarboxamide; 
NKcyanomethyl)-2-[(3-fluorophe^ 

10 

2-[(3<Morophenyl)ethynyl]-N^ 
NKcyanomethyl)-2-[(4-pyridfo^ 
15 2-[(3-bronK>phenyl)ethynyl]-N^cyanomethyl)cyclohexanecarb 
2Kl,r-biphenyl-3-ylethynyO 

2-[(2-bronK>phenyl)ethynyl]-N-(cyanomethyl)cyclohexanecarboxam 

20 

2Kl,r-biphenyl-2-ylethynyl)-N<cyanomethyl)cyclohexanecarboxam 

N-(cyanomethyl)-2-{ [4^6-methoxypyridin-2-yl)thien-3-yl]ethynyl} cyclohexanecarboxamide; 

25 N<cyanomethyl)-2~{44(cyanometty^ 

2-{44(2-amino-2^xoethyl)thio]b^ 

N^cyanometoyl)-2-[4H{2-[(c^ 
30 difluorocyclohexanecarboxamide; 

N^cyanome%l)-5,5^fluoro-2-{4 , -[(2-pyridin-2-ylethyl)thio]bipte 
N<cyanomethyl)-5,5^fluoro~2-{4H(pyri^^ 

35 
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NK<7^omethyl)-5,5-diflu^ 

N<cyanomethyl)-5,5-{Ufluoro^^ 

5 2-{4 , -[(lH-benz*md^ 

difluorocyclohexanecarboxamide; 

2-{44(lH-benzinudazol-6-ylire^ 
difluorocyclohexanecarboxamide; 

10 

N<cyanoirathyl)-5,5-difluor^ 
yl}cyclohexanecarboxamide; 

N<cyanomethyl)-5,5^fluoro-2^^^^ 
15 yljcyclohexanecarboxamide; 

N-(cyanomethyl)-5,5-difluoro-2-[4K{ [HlH-imidazol^yL^thyl)-lH-imidazol.2- 
yl]methyl}thio)biphenyl-2-yl]cyclohexanecarboxamide; 

20 N<cyanomethyl)-5,5^ffl^ 
yljcyclohexanecarboxamide; 

N-(cyanome%lJ-5,5^fluoro-2^^ 
yl)cyclohexanecarboxamide; 

25 

N^cyanomethyl)-5,5^fluoix^ 
yljcyclohexanecarboxamide; 

NKcyanomethyl)-5,5-dffluoro-2-(4-^^ 
30 yljcyclohexanecarboxamide; 

N^cyanomethyl)-5,5-difluoro-2-[2^ 

N-(cyanomethylJ-5,5-difluoro-2<4^^ 
35 yljcyclohexanecarboxamide; 
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N-(cyanometh^^ 

NKcyanomethyl)-5,5^ffl^ 
5 yljcyclohexanecarboxamide; 

N-(cyanomethyl)-5,5-difluoro-2-(4 , -{ [2K(pyridin-2-ylsulfonyl){2-[(pyridin-2- 
ylsulfonyl)amino]ethyl}an^ 

10 

N<cyanomethyl^ 

yl } cyclohexanecarboxamide; 

2-K-Kl^yanocyclopr^^ 

15 

methyl l-{ [2'-(2-{ [(cyanomethyl)amino]carbonyl}^ 
yl] thio }cyclopropanecarboximidoate; 

2-(4'-{ [2<lH-benzimidazol-2-yl)^^ 
20 difluorocyclohexanecarboxamide; 

2-{4H(lH-benzimidazol-7-yln^ 
difluorocyclohexanecarboxamide; 

25 N<cyanoirethyl)-5,5^u(^ . 
yljcyciohexanecarboxamide; 

N<cyanomethyl)-5,5Kiifluoro-2-(4M^ 
yl)cyclohexaDecarboxamide; 

30 

or a pharmaceutically acceptable salt or stereoisomer thereof. 



35 
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8. A pharmaceutical composition comprising a compound, 
pharmaceutically acceptable salt, stereoisomer or N-oxide derivative according 
to any one of Claims 1 to 7, and a pharmaceutically acceptable carrier. 

5 9. The use of a compound, pharmaceutically acceptable salt, 

stereoisomer or N-oxide derivative according to any one of Claims 1 to 7, in the 
preparation of a medicament useful for the treatment of: osteoporosis, 
glucocorticoid induced osteoporosis, Paget's disease, abnormally increased bone 
turnover, periodontal disease, tooth loss, bone fractures, rheumatoid arthritis, 
10 osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, atherosclerosis, 
obesity, chronic obstructive pulmonary disease, metastatic bone disease, 
hypercalcemia of malignancy or multiple myeloma in a mammal in need thereof 
a therapeutically effective amount of a compound according to Claim 1. 

10. A pharmaceutical composition comprising a compound, 
pharmaceutically acceptable salt, stereoisomer or N-oxide derivative according 
to any one of Claims 1 to 7, and another agent selected from the group consisting 
of: an organic bisphosphonate, an estrogen receptor modulator, an estrogen 
receptor beta modulator, an androgen receptor modulator, an inhibitor of 
osteoclast proton ATPase, an inhibitor of HMG-CoA reductase, an integrin 
receptor antagonist, or an osteoblast anabolic agent, a Nonsteroidal anti- 
inflammatory drug, a selective cyclooxygenase-2 inhibitor, an inhibitor of 
interleukin-1 beta, a LOX/COX inhibitor and the pharmaceutically acceptable 
salts and mixtures thereof. 
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1 1. The use of a compound, pharmaceutically acceptable salt, 
stereoisomer or N-oxide derivative according to any one of Claims 1 to 7, and 
another agent selected from the group consisting of: an organic bisphosphonate, 
an estrogen receptor modulator, an androgen receptor modulator, an inhibitor of 

5 osteoclast proton ATPase, an inhibitor of HMG-CoA reductase, an integrin 
receptor antagonist, an osteoblast anabolic agent, a Nonsteroidal anti- 
inflammatory drug, a selective cyclooxygenase-2 inhibitor, an inhibitor of 
interleukin-1 beta, a LOX/COX inhibitor and the pharmaceutically acceptable 
salts and mixtures thereof; in the preparation of a medicament useful for the 

10 treatment of: osteoporosis, glucocorticoid induced osteoporosis, Paget's disease, 
abnormally increased bone turnover, periodontal disease, tooth loss, bone 
fractures, rheumatoid arthritis, osteoarthritis, periprosthetic osteolysis, 
osteogenesis imperfecta, atheroschlerosis, obesity, chronic obstructive 
pulmonary disease, metastatic bone disease, hypercalcemia of malignancy or 

15 multiple myeloma in a mammal in need thereof. 
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